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Abstract  
Purpose: Breast cancer (BC) affects both genders, but is understudied in men. 
Although still rare, male BC is being diagnosed more frequently. Treatments are 
wholly informed by clinical studies conducted in women, based on assumptions that 
underlying biology is similar. 
Experimental design: A transcriptomic investigation of male and female BC was 
performed, confirming transcriptomic data in silico. Biomarkers were 
immunohistochemically assessed in 697 MBCs (n=477, training; n=220, validation 
set) and quantified in pre- and post-treatment samples from a male BC patient 
receiving Everolimus and PI3K/mTOR inhibitor.  
Results: Gender-specific gene expression patterns were identified. eIF transcripts 
were up-regulated in MBC. eIF4E and eIF5 were negatively prognostic for overall 
survival alone (Log rank; p=0.013; HR=1.77, 1.12-2.8 and p=0.035; HR=1.68, 1.03-
2.74, respectively), or when co-expressed (p=0.01; HR=2.66, 1.26-5.63), confirmed 
in the validation set. This remained upon multivariate Cox regression analysis (eIF4E 
p=0.016; HR 2.38 (1.18-4.8), eIF5 p=0.022; HR 2.55 (1.14-5.7); co-expression 
p=0.001; HR=7.04 (2.22-22.26)). Marked reduction in eIF4E and eIF5 expression 
was seen post BEZ235/Everolimus, with extended survival.  
Conclusions: Translational initiation pathway inhibition could be of clinical utility in 
male BC patients overexpressing eIF4E and eIF5. With mTOR inhibitors which target 
this pathway now in the clinic, these biomarkers may represent new targets for 
therapeutic intervention, although further independent validation is required. 
 
Keywords: breast cancer; genomics; eIF; survival; mTOR inhibitor 
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Statement of significance 
Genomic and transcriptomic analysis of four independent male breast cancer 
datasets identified upregulation of translational initiation pathway genes. eIF4E and 
eIF5 were independent predictors of survival, either alone or when co-expressed. 
Samples from a patient receiving a combination of agents targeting this pathway, 
suggests this pathway may be tractable. 
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Introduction 
The need for more refined therapeutic treatments for male breast cancer (MBC) is 
evidenced by a steady stream of publications highlighting gender specific differences 
using immunohistochemistry [1-5], genetics [6-11] and more recently, epigenetics 
[12-15]. Of note, whilst MBC is similar histologically to female breast cancer (FBC), 
with the same panel of biomarkers used to guide treatment and prognosis, more 
rigorous interrogation of the underlying genetics shows heterogeneity in MBC  as 
recognised in FBC where molecular profiling has identified different subgroups which 
correlate with varying clinical outcomes. Gene expression analysis of MBC is more 
limited. Nevertheless, genetic disparity has been reported, notably genes involved in 
extracellular matrix remodelling, metabolism and protein synthesis via genes 
involved in translational initiation, including eIF4E [10] which are often upregulated in 
MBC compared to FBC.  Further work has identified 2 distinct subgroups of MBC, 
termed luminal M1 and luminal M2, which differed from molecular subtypes seen in 
FBC [9]. This work also reported that N-acetyltransferase-1, a gene thought to be 
involved in drug metabolism, was a prognostic marker for MBC [9]. Subsequent to 
this Johansson et al documented differential driver genes in MBC vs FBC [16]. Most 
recently a distinct repertoire of genetic alterations were reported in MBC cautioning 
the application of FBC data to therapeutic application in MBC [11].  Genomic and 
immunohistochemical examination of a single MBC patient with recurrent disease 
showed a change in hormone receptor expression in the post-progression sample, 
with little change at the genomic level, whilst receiving a combination of 
BEZ235/Everolimus [17].  
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Taking advantage of our large collection of MBC samples we aimed to generate 
gene expression profiles of matched MBC and FBC samples and assess 
immunohistochemically if differences in specific biomarkers affected clinical outcome 
in men using a training set of 477 and a validation set of 220 cases. Finally we 
analysed expression of these biomarkers in pre- and post-treatment samples from a 
MBC patient who received a combination of the PI3K/mTOR inhibitors BEZ235 and 
Everolimus [17].  
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Methods 
Ethical approval and patient material 
Leeds (East) Research Ethics Committee (06/Q1205/156; 15/YH/0025) granted 
ethical approval. For gender comparison transcriptomics, cases were matched for 
age, size, nodal and survival status. Formalin-fixed paraffin-embedded male (n= 15) 
and female (n=10) primary invasive ductal carcinoma (ER-positive, HER2-negative, 
node-negative) were identified from histopathology archives. An additional 3 male 
and 3 female frozen cases were used to confirm gene expression. A training set of 
477 MBCs represented on tissue microarrays (TMAs; n= 446, constructed as 
described [1]) and 31 full faced sections, plus a validation set (220 cases on TMAs 
[9]), was used in immunohistochemistry. Patient characteristics are shown in Table 
1. Details on the datasets used in the explorative and validation phases is provided 
(Figure S1). Cases were pseudo-anonymised and data analysed anonymously. 
 
Gene expression  
Five x 10µm sections applied to Almac Diagnostics (Craigavon, UK) Breast Cancer 
DSA™ platform representing 21,808 genes, according to in house protocols [18]. 
Three MBC samples failed QC and were excluded from further analysis. Genes that 
were significantly differentially expressed between genders were calculated from 
Almac normalised and transformed data with FDR threshold of 5% and a fold-
change significance of 1%. Representative heat maps were generated from resulting 
expression data using hierarchical clustering and Pathway Ingenuity Analysis to 
identify gender-specific gene expression. The microarray data are available on 
ArrayExpress (www.ebi.ac.uk/arrayexpress), accession number E-MTAB-4040. The 
Oncomine platform was used for further data mining.  
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Immunohistochemistry  
REMARK criteria were employed [19]. Immunohistochemistry was conducted as 
previously described, using well validated antibodies [20], including: eIF1 (Abcam - 
ab118979. 1:200); eIF2 (Abcam - ab32157. 1:150); eIF3 (Abcam - ab171419. 1:150); 
eIF4E (Santa Cruz - sc-9976. 1:400); eIF5 (Abcam - ab32443. 1:300). Cases were 
batch stained for each antibody with recommended controls. TMAs were digitised 
(x40, Leica-Aperio AT2 ScanScope scanner; Leica Biosystems, UK). Each TMA core 
was viewed using in-house software and assessed semi-quantitatively for each 
biomarker taking account of staining intensity and percentage of tumour cells. 
Overall scores were averaged from either duplicate or triplicate cores which 
represented a case. Staining was generally cytoplasmic; our group has shown that 
nuclear staining is seen occasionally but is not of prognostic value [20], therefore 
only cytoplasmic staining was considered. Scoring criteria were determined from 
previously reported studies [20, 21]. Cases were scored by MPH with co-scoring of 
10% (CABS, trainee histopathologist), overseen by AMS, specialised breast 
consultant histopathologist. Where disagreement was reported (score >2; n=5) 
cases were re-reviewed to reach consensus. Excellent strength of agreement was 
observed between scorers using Inter-Class Correlation Coefficients (eIF1 0.911 
(95%CI 0.769-0.944), eIF2 0.846 (95%CI 0.736-0.910), eIF4E 0.882 (95%CI 0.755-
0.913), eIF5 0.865 (95%CI 0.769-0.922). Scores were indeterminable in 49 cases 
due to core loss/exhaustion during processing, well-recognised with TMAs.  
 
Analysis of eIF4E and eIF5 on a single patient progression series treated with 
PI3K/mTOR inhibitors 
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Pre- and post-treatment biopsies were obtained from a 66 year old Caucasian male 
diagnosed in 2006 with ER+, PR+, HER2- infiltrative papillary breast cancer whose 
clinical history has been reported [17]. Following mastectomy he received adjuvant 
tamoxifen but developed a contralateral grade 3 ER+, PR+, HER2- infiltrative ductal 
carcinoma 2 years later (pre-treatment sample). Standard adjuvant chemotherapy 
commenced, with 5 weeks of radiotherapy and subsequent adjuvant letrozole. 
Thirteen months later he developed multiple nodal and bilateral lung metastases and 
was switched to a schedule of vinorelbine plus capecitabine every 3 weeks. 
Following disease stabilisation he received fulvestrant. After 8 months, node 
progression was noted and the patient was switched to BEZ235 (200mg orally, twice 
daily) plus sub-therapeutic Everolimus (2.5mg, weekly). Aside from a skin rash this 
was well tolerated and stable disease was maintained for a further 18 months after 
which a nodal metastasis developed (post-treatment sample). eIF4E and eIF5 
expression was assessed immunohistochemically in the pre- and post-treatment 
samples, as described above and reviewed by two investigators (MPH and AMS) 
and quantified (Leica Aperio positive pixel count algorithm, version 9). 
 
Statistical analysis 
Receiver operator curves were generated to obtain relevant cut-offs [22]. 
Associations with Disease-free and Overall survival (DFS; from initial diagnosis to 
the diagnosis of local or distant recurrence, OS; from initial diagnosis to death) were 
analysed (Kaplan–Meier plots, log rank test). Hazard ratios were determined by Cox 
regression. Follow up patient information was updated in June 2013 and survival 
periods calculated. Patients were censored at the last day they were known to be 
alive. Variables were entered in univariate and multivariate analysis (Cox 
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proportional hazards regression model). Gene expression p-values were adjusted for 
multiple testing using the false discovery rate method (Benjamini-Hochberg 
procedure). 
 
Results 
Gender comparison of gene expression 
Hierarchical agglomerative clustering revealed differential gene expression patterns 
in MBC and FBC (Figure 1A). Unsupervised clustering revealed three distinct 
gender-specific clusters. The top gene cluster displayed higher expression in MBC. 
The middle cluster showed lower expression in MBC while the bottom cluster was 
over represented in MBC. Further analysis of the top cluster, showed components of 
the translational initiation machinery were overexpressed in MBC compared with 
FBC, notably genes associated with translational initiation pathway. This was 
confirmed through mining an independent MBC dataset [10] (Figure 1B) and also by 
interrogation of Oncomine™ which showed higher expression of eIF4E and eIF5 in 
breast and lung cancer compared to matched normal tissue. When these biomarkers 
were compared for gender, eIF4E and eIF5 expression was proportionately higher in 
male breast but not lung cancer (Figure S2).  
 
eIF4E and eIF5 expression are independently prognostic in MBC 
Having identified gender-specific differences in eIF gene expression, we examined 
this immunohistochemically in 697 MBCs; training set (n=477), validation set (n=220) 
[9]. Cytoplasmic expression was present in invasive tumour cells for all family 
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members examined except eIF3, which was consistently negative, despite positive 
staining of colon positive control tissue (Figure S3). Training and validation sets were 
scored semi-quantitatively for each biomarker, taking account of intensity of staining 
and percentage of positive tumour cells. Representative staining for each eIF is 
shown in Figure S3. R.O.C curves were plotted and used to determine the optimum 
cut-off value for each antibody. These were: eIF1, 5.5; eIF2, 4.75; eIF4E, 5.77; and 
eIF5, 6.41 (Figure S3).  
 
Kaplan Meier survival curves showing the impact of eIF expression on OS and DFS 
are shown (Figure 2). Expression of eIF4E and eIF5 was associated with worse OS. 
This relationship was also observed in the validation set and remained upon 
multivariate analysis in the larger training set when adjusted for age, tumour size, 
lymph node positivity and grade (Table 2), even with disparity in significance of 
lymph node status between the 2 data sets; we attribute this to differences in the 
weighting of live/dead in each dataset. Alternatively, this may reflect the lack of 
complete data on lymph node status in both cohorts (Table 1); despite our best 
efforts we were unable to obtain this. Significance remained when the training and 
validation sets were combined (n= 697 cases; Table 2). 
 
As only eIF4E and eIF5 impacted on survival we examined the effects of their co-
expression. Low expression was determined for cases with scores below the defined 
cut point; <5.77 for eIF4E and <6.41 for eIF5 (n=96). High expression; >5.77 for 
eIF4E and >6.41 for eIF5 (n=14). Cases that over-expressed eIF4E and eIF5 (>5.77, 
>6.41 respectively) had significantly shorter survival compared to those who 
expressed eIF4E and eIF5 at lower levels (<5.77, <6.41 respectively; Figure 3). 
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Cases which were high for one of the proteins fell between both curves (data not 
shown). Co-expression of eIF4E and eIF5 remained significant upon multivariate 
analysis (p=0.001, HR 7.037 (2.223 – 22.2) in the training set (Table 2). Correlations 
between eIF4E expression with PR (P<0.001) and low tumour grade (P<0.036) were 
observed, while AR correlated with eIF5 (P<0.035), with a trend towards correlation 
with PR and low grade (Table S1). No significant correlation with clinico-pathological 
parameters was observed in cases which co-expressed eIF4E and eIF5, although 
trends with lower grade and PR were suggested. 
 
BEZ235/Everolimus combination therapy alters eIF4E and 5 expression 
As overexpression of eIF4E and eIF5 was associated with reduced OS, we 
examined the effects of treatments known to impact on their signalling in a single 
MBC patient. In the pre-treatment sample, strong cytoplasmic expression of eIF4E 
and eIF5 was observed (Figure 4A, C, respectively). Strikingly in the post-treatment 
sample, a marked reduction in staining was observed for both biomarkers; 89% to 
58% (eIF4E), 87% to 35% (eIF5), accompanied by a shift in location of eIF5 from the 
cytoplasm to the nucleus (Figure 4B, D).   
 
Discussion 
To our knowledge this is the largest study in MBC reported to date, examining over 
700 cases at the transcriptomic and immunohistochemical levels across four 
independent datasets. Key findings were upregulation of genes of the translational 
initiation pathway in MBC in two independent transcriptomic screens, followed by 
ヱヴ 
 
identification of eIF4E and eIF5 as independent predictors of survival, either when 
evaluated alone or when co-expressed, where there was an even stronger negative 
survival influence. We also provide evidence that the translational initiation pathway 
may be tractable by studying samples from a MBC patient who received an 
investigational combination of agents which target this pathway, namely BEZ235 and 
Everolimus. 
 
The role of initiation factors in the progression to a malignant phenotype is reported 
in many cancers including, breast, head and neck, liver, prostate, bladder, gastric, 
colon, ovarian, glioma, lymphoma, non-small cell lung carcinoma (NSCLC), cervical, 
small intestine and melanoma [20, 23-25]. This has highlighted eIFs, notably eIF4E 
as indicative of poor prognosis. Originally shown to be overexpressed in breast 
cancer [26], eIF4E is essential for translation and is a rate-limiting step in RNA 
recruitment to ribosomes [27]. Indeed, most of the direct inhibitors of the eIF 
machinery are targeted toward eIF4E [28]. Moreover, eIF4E and its associated 
binding proteins have been shown to correlate with survival duration in FBC, where 
cases with high expression of eIF4E relative to its binding proteins had significantly 
worse survival [20]. Our results corroborate these and other findings where elevated 
eIF4E expression predicts poor survival in FBC [29-31].  
Recently, 337 cases from our 477-case training set were examined independently, 
suggesting eIF4E expression had no prognostic effect in MBC [32]. This anomaly 
might be explained by the different times used to estimate survival in the 2 studies. 
In this study survival status was updated in June 2013 (by SSR) while survival data 
in the cases used by Millican-Slater et al [32] was earlier, 2008-2009, and only 
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available for 187 cases. As well as using the most up to date survival information 
available, this emphasises the need for inclusion of sufficiently large numbers of 
samples for robust validation studies when estimating the effects of biomarkers on 
survival, as widely discussed [33, 34]. The large number of cases in our training 
(n=477) and validation (n=220) cohorts with follow up on >70% as well as 
concordance with previous literature [20, 29-31] are significant strengths, all pointing 
towards eIF4E being a poor prognostic factor in breast cancer, irrespective of 
gender.  Given that we wished to identify potential gender-specific differences in 
gene expression in breast cancer, this result may be perceived as surprising. 
However there are multiple examples of biomarkers being expressed in different, or 
even the same type, of breast cancer, but which are only of clinical use when 
expressed above a certain threshold (reviewed in [35]). Interestingly, searching of 
Oncomine™ showed that eIF4E and eIF5 were not only increased in tumour versus 
normal breast and lung cancers, but that eIF4E and eIF5 expression was 
proportionately higher in MBC when genders were compared, substantiating our 
findings. However, while we have shown eIF4E and eIF5 are elevated in MBC, this 
does not preclude their expression and targeting in FBC. As we move towards 
personalised medicine, case-specific biomarker expression and their quantitative 
expression levels should help optimise tailored therapies for breast cancer in both 
genders. 
 
As reported elsewhere [36-38, 1], our MBC cohort was almost universally ER+, 
expressed in >90% of cases. As previous gene expression profiling studies indicate 
that MBC shares more features with ER- FBC than ER+ FBC [9], it is of interest to 
note that eIF4E overexpression has also been reported to negatively impact survival 
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in triple-negative FBC [39]. Thus, as well as sharing genomic similarities, this could 
indicate that ER+ MBCs share a prognostic biomarker with ER- FBC. 
 
eIF5 is essential in the translation initiation process, responsible for the association 
of eIF2 with Met-tRNA [40] yet its precise role in cancer pathogenesis remains 
elusive. To our knowledge this is the first time it has been shown to negatively affect 
survival duration in MBC. Interestingly, chromosome 3q26, the gene locus of eIF5, is 
amplified in breast cancer cell lines [41]. Both eIF4E, eIF5 and combinations 
remained significant remaining upon multivariate Cox regression analysis, however 
this significance was reduced in our validation set, which we attribute to sample size, 
as follow-up length and treatment regimens were similar in both datasets (Table 1). 
 
Despite detecting eIF3 mRNA in both MBC and FBC by qRT-PCR (data not shown), 
we were unable to detect protein expression by immunohistochemistry. Expression 
in our positive control tissue eliminated the possibility of poor antibody efficacy or 
influence of other pre-analytical factors. Nevertheless, there is immunohistochemical 
evidence that eIF3 expression is decreased in pancreatic cancer [42, 24]. Further 
evidence from cancer profiling arrays shows general downregulation of eIF3 in 
human tumours [24], which may explain its lack of expression.   
 
The recognised contribution of eIFs to tumorigenesis has led to their investigation as 
therapeutically tractable targets, particularly using antisense approaches or small 
molecule inhibitors [43]. A phase one clinical trial showed reduction of eIF4E protein 
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by up to 65% by an antisense oligonucleotide (LY2275796) in most of the 30 patients 
tested [44]. Other targets of eIFs include PI3K and mTOR inhibitors. Rapamycin and 
analogues, upstream signalling inhibitors of translation initiation, are now in the clinic 
[45-47]. We assessed eIF4E and eIF5 expression in a MBC patient who was treated 
with agents known to impact these signalling pathways, namely the mTOR inhibitor 
Everolimus (Afinitor/RAD001) given in combination with BEZ235, an inhibitor of class 
I PI3K molecules and the mTORC1 and mTORC2 complexes. This clearly 
demonstrated a striking reduction in expression of eIF4E and eIF5 (>50%) in the 
post-treatment samples. As the mTORC1/2 pathways are upstream of eIF4E [48], 
we predict their inhibition may result in declining levels of eIF proteins. Another study 
showed a reduction in eIF4E expression in approximately one third of breast cancers 
following treatment with Everolimus [49]. As over-expression of both eIF4E and eIF5 
was associated with worse overall survival in MBC, it is tempting to speculate that 
action of the BEZ235/Everolimus combination could deregulate their molecular 
pathways, resulting in reduction in their expression, leading to survival benefit, as 
stable disease was maintained for 18 months after the BEZ235/Everolimus switch. 
However it is worth noting the patient had already been heavily treated with other 
chemo and endocrine agents prior to this switch, which may have contributed to the 
reduction in eIF4E and eIF5 expression we report. Nevertheless, this intriguing result 
is supported by in vivo animal data in which suppressing mTOR activity and its 
downstream translational regulators delayed breast cancer progression [50]. Clearly 
further validation is required. Lack of specific male breast cancer cell line models, 
precludes this in vitro; potentially this could be considered in the context of MBC-
specific clinical trials e.g. as recommended by the International Male Breast Cancer 
Program [51]. Another interesting observation was the relocation of eIF5 from a 
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cytoplasmic to a nuclear location in the post-treatment sample. As the association of 
eIF2 with Met-tRNA by eIF5 occurs in the cytoplasm [40], the biological reasons for 
its presence in the nucleus is unknown. 
 
In summary, gene expression analysis revealed that, compared to FBC, genes 
involved in the translational initiation pathway are over-expressed in MBC, 
corroborated by in silico validation in an independent data set and 
immunohistochemical analysis demonstrating that over-expression of eIF4E and 
eIF5 are predictive of reduced patient survival in 697 MBCs with long term follow up. 
Together with our data on pre- and post-treatment evaluation of these biomarkers in 
a MBC patient, our findings suggest that MBCs that overexpress eIF4E and eIF5 
might be considered as candidates for treatment with agents which target the 
translation machinery in cancer. Indeed pre-clinical data support the use of inhibition 
of translation initiation as an emerging new paradigm in cancer therapy [52].   
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Iﾏﾏ┌ﾐﾗヮｴWﾐﾗデ┞ヮｷﾐｪ ﾗa ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴく Hｷゲデﾗヮ;デｴﾗﾉﾗｪ┞く ヲヰヱヲきヶヱふヶぶぎヱヱヴヵどヵヵく 
SﾗｷぎヱヰくヱヱヱヱっﾃくヱンヶヵどヲヵヵΓくヲヰヱヲくヰヴンンヰく┝く 
ンく KﾗヴﾐWｪﾗﾗヴ Rが VWヴゲIｴ┌┌ヴどM;Wゲ AHが B┌WヴｪWヴ Hが HﾗｪWﾐWゲ MCが SW Bヴ┌ｷﾐ PCが O┌SWﾃ;ﾐゲ JJ Wデ ;ﾉく 
MﾗﾉWI┌ﾉ;ヴ ゲ┌Hデ┞ヮｷﾐｪ ﾗa ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴ H┞ ｷﾏﾏ┌ﾐﾗｴｷゲデﾗIｴWﾏｷゲデヴ┞く MﾗS P;デｴﾗﾉく ヲヰヱヲきヲヵふンぶぎンΓΒど
ヴヰヴく SﾗｷぎヱヰくヱヰンΒっﾏﾗSヮ;デｴﾗﾉくヲヰヱヱくヱΑヴく 
ヴく KﾗヴﾐWｪﾗﾗヴ Rが ┗;ﾐ DｷWゲデ PJが B┌WヴｪWヴ Hが KﾗヴゲIｴｷﾐｪ Eく Tヴ;Iｷﾐｪ SｷaaWヴWﾐIWゲ HWデ┘WWﾐ ﾏ;ﾉW ;ﾐS aWﾏ;ﾉW 
HヴW;ゲデ I;ﾐIWヴぎ Hﾗデｴ SｷゲW;ゲWゲ ﾗ┘ﾐ ; SｷaaWヴWﾐデ Hｷﾗﾉﾗｪ┞く Hｷゲデﾗヮ;デｴﾗﾉﾗｪ┞く ヲヰヱヵく SﾗｷぎヱヰくヱヱヱヱっｴｷゲくヱヲΑヲΑく 
ヵく C┌ヴｷｪﾉｷ;ﾐﾗ Gが CﾗﾉﾉWﾗﾐｷ Mが RWﾐﾐW Gが M;┣┣;ヴﾗﾉ Gが GWﾐﾐ;ヴｷ Rが PWヴ┌┣┣ﾗデデｷ G Wデ ;ﾉく RWIﾗｪﾐｷ┣ｷﾐｪ aW;デ┌ヴWゲ 
デｴ;デ ;ヴW Sｷゲゲｷﾏｷﾉ;ヴ ｷﾐ ﾏ;ﾉW ;ﾐS aWﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴぎ W┝ヮヴWゲゲｷﾗﾐ ﾗa ヮヲヱW;aヱ ;ﾐS ヮヲΑKｷヮヱ ┌ゲｷﾐｪ ;ﾐ 
ｷﾏﾏ┌ﾐﾗｴｷゲデﾗIｴWﾏｷI;ﾉ ;ゲゲ;┞く Aﾐﾐ;ﾉゲ ﾗa ﾗﾐIﾗﾉﾗｪ┞ ぎ ﾗaaｷIｷ;ﾉ ﾃﾗ┌ヴﾐ;ﾉ ﾗa デｴW E┌ヴﾗヮW;ﾐ SﾗIｷWデ┞ aﾗヴ MWSｷI;ﾉ 
OﾐIﾗﾉﾗｪ┞ っ ESMOく ヲヰヰヲきヱンふヶぶぎΒΓヵどΓヰヲく  
ヶく Bﾉﾗﾗﾏ KJが Gﾗ┗ｷﾉ Hが G;デデ┌ゲﾗ Pが RWSS┞ Vが Fヴ;ﾐIWゲI;デデｷ Dく Sデ;デ┌ゲ ﾗa HERどヲ ｷﾐ ﾏ;ﾉW ;ﾐS aWﾏ;ﾉW HヴW;ゲデ 
I;ヴIｷﾐﾗﾏ;く Aﾏ J S┌ヴｪく ヲヰヰヱきヱΒヲふヴぶぎンΒΓどΓヲく  
Αく Oデデｷﾐｷ Lが Sｷﾉ┗Wゲデヴｷ Vが Rｷ┣┣ﾗﾉﾗ Pが F;ﾉIｴWデデｷ Mが );ﾐﾐ; Iが S;ｷW┗; C Wデ ;ﾉく CﾉｷﾐｷI;ﾉ ;ﾐS ヮ;デｴﾗﾉﾗｪｷI 
Iｴ;ヴ;IデWヴｷゲデｷIゲ ﾗa BRCAどヮﾗゲｷデｷ┗W ;ﾐS BRCAどﾐWｪ;デｷ┗W ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴ ヮ;デｷWﾐデゲぎ ヴWゲ┌ﾉデゲ aヴﾗﾏ ; 
Iﾗﾉﾉ;Hﾗヴ;デｷ┗W ﾏ┌ﾉデｷIWﾐデWヴ ゲデ┌S┞ ｷﾐ Iデ;ﾉ┞く BヴW;ゲデ I;ﾐIWヴ ヴWゲW;ヴIｴ ;ﾐS デヴW;デﾏWﾐデく ヲヰヱヲきヱンヴふヱぶぎヴヱヱどΒく 
SﾗｷぎヱヰくヱヰヰΑっゲヱヰヵヴΓどヰヱヲどヲヰヶヲどヰく 
Βく Jﾗｴ;ﾐゲゲﾗﾐ Iが Nｷﾉゲゲﾗﾐ Cが BWヴｪﾉ┌ﾐS Pが Sデヴ;ﾐS Cが Jﾗﾐゲゲﾗﾐ Gが Sデ;;a J Wデ ;ﾉく HｷｪｴどヴWゲﾗﾉ┌デｷﾗﾐ ｪWﾐﾗﾏｷI 
ヮヴﾗaｷﾉｷﾐｪ ﾗa ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴ ヴW┗W;ﾉゲ SｷaaWヴWﾐIWゲ ｴｷSSWﾐ HWｴｷﾐS デｴW ゲｷﾏｷﾉ;ヴｷデｷWゲ ┘ｷデｴ aWﾏ;ﾉW HヴW;ゲデ 
I;ﾐIWヴく BヴW;ゲデ I;ﾐIWヴ ヴWゲW;ヴIｴ ;ﾐS デヴW;デﾏWﾐデく ヲヰヱヱきヱヲΓふンぶぎΑヴΑどヶヰく SﾗｷぎヱヰくヱヰヰΑっゲヱヰヵヴΓどヰヱヰどヱヲヶヲどΒく 
Γく Jﾗｴ;ﾐゲゲﾗﾐ Iが Nｷﾉゲゲﾗﾐ Cが BWヴｪﾉ┌ﾐS Pが L;┌ゲゲ Mが RｷﾐｪﾐWヴ Mが Oﾉゲゲﾗﾐ H Wデ ;ﾉく GWﾐW W┝ヮヴWゲゲｷﾗﾐ ヮヴﾗaｷﾉｷﾐｪ 
ﾗa ヮヴｷﾏ;ヴ┞ ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴゲ ヴW┗W;ﾉゲ デ┘ﾗ ┌ﾐｷケ┌W ゲ┌Hｪヴﾗ┌ヮゲ ;ﾐS ｷSWﾐデｷaｷWゲ Nど;IWデ┞ﾉデヴ;ﾐゲaWヴ;ゲWどヱ 
ふNATヱぶ ;ゲ ; ﾐﾗ┗Wﾉ ヮヴﾗｪﾐﾗゲデｷI Hｷﾗﾏ;ヴﾆWヴく BヴW;ゲデ I;ﾐIWヴ ヴWゲW;ヴIｴ ぎ BCRく ヲヰヱヲきヱヴふヱぶぎRンヱく 
SﾗｷぎヱヰくヱヱΒヶっHIヴンヱヱヶく 
ヱヰく C;ﾉﾉ;ヴｷ Mが C;ヮヮWﾉﾉWデデｷ Vが DW CWIIﾗ Lが M┌ゲWﾉﾉ; Vが MｷﾗSｷﾐｷ Pが VWﾐWヴﾗﾐｷ S Wデ ;ﾉく GWﾐW W┝ヮヴWゲゲｷﾗﾐ 
;ﾐ;ﾉ┞ゲｷゲ ヴW┗W;ﾉゲ ; SｷaaWヴWﾐデ デヴ;ﾐゲIヴｷヮデﾗﾏｷI ﾉ;ﾐSゲI;ヮW ｷﾐ aWﾏ;ﾉW ;ﾐS ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴく BヴW;ゲデ I;ﾐIWヴ 
ヴWゲW;ヴIｴ ;ﾐS デヴW;デﾏWﾐデく ヲヰヱヱきヱヲΑふンぶぎヶヰヱどヱヰく SﾗｷぎヱヰくヱヰヰΑっゲヱヰヵヴΓどヰヱヰどヱヰヱヵどΒく 
ヱヱく PｷゲI┌ﾗｪﾉｷﾗ Sが Nｪ CKが M┌ヴヴ;┞ MPが G┌WヴｷﾐｷどRﾗIIﾗ Eが M;ヴデWﾉﾗデデﾗ LGが GW┞Wヴ FC Wデ ;ﾉく TｴW GWﾐﾗﾏｷI 
L;ﾐSゲI;ヮW ﾗa M;ﾉW BヴW;ゲデ C;ﾐIWヴゲく Cﾉｷﾐ C;ﾐIWヴ RWゲく ヲヰヱヶく SﾗｷぎヱヰくヱヱヵΒっヱヰΑΒどヰヴンヲくIIヴどヱヵどヲΒヴヰく 
ヱヲく KﾗヴﾐWｪﾗﾗヴ Rが MﾗWﾉ;ﾐゲ CBが VWヴゲIｴ┌┌ヴどM;Wゲ AHが HﾗｪWﾐWゲ Mが SW Bヴ┌ｷﾐ PCが O┌SWﾃ;ﾐゲ JJ Wデ ;ﾉく 
PヴﾗﾏﾗデWヴ ｴ┞ヮWヴﾏWデｴ┞ﾉ;デｷﾗﾐ ｷﾐ ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴぎ ;ﾐ;ﾉ┞ゲｷゲ H┞ ﾏ┌ﾉデｷヮﾉW┝ ﾉｷｪ;デｷﾗﾐどSWヮWﾐSWﾐデ ヮヴﾗHW 
;ﾏヮﾉｷaｷI;デｷﾗﾐく BヴW;ゲデ I;ﾐIWヴ ヴWゲW;ヴIｴ ぎ BCRく ヲヰヱヲきヱヴふヴぶぎRヱヰヱく SﾗｷぎヱヰくヱヱΒヶっHIヴンヲヲヰく 
ヱンく Pｷﾐデﾗ Rが Pｷﾉ;デﾗ Bが Oデデｷﾐｷ Lが L;ﾏHﾗ Rが SｷﾏﾗﾐW Gが P;ヴ;Sｷゲﾗ A Wデ ;ﾉく DｷaaWヴWﾐデ ﾏWデｴ┞ﾉ;デｷﾗﾐ ;ﾐS 
MｷIヴﾗRNA W┝ヮヴWゲゲｷﾗﾐ ヮ;デデWヴﾐ ｷﾐ ﾏ;ﾉW ;ﾐS aWﾏ;ﾉW a;ﾏｷﾉｷ;ﾉ HヴW;ゲデ I;ﾐIWヴく Jﾗ┌ヴﾐ;ﾉ ﾗa CWﾉﾉ┌ﾉ;ヴ 
Pｴ┞ゲｷﾗﾉﾗｪ┞く ヲヰヱンきヲヲΒふヶぶぎヱヲヶヴどΓく SﾗｷぎヱヰくヱヰヰヲっﾃIヮくヲヴヲΒヱく 
ヱヴく F;ゲゲ;ﾐ Mが B;aa; Rが P;ﾉ;┣┣ﾗ JPが Lﾉﾗ┞S Jが Cヴﾗゲ;ヴｷﾗﾉ Mが Lｷ┌ CG Wデ ;ﾉく MｷIヴﾗRNA W┝ヮヴWゲゲｷﾗﾐ ヮヴﾗaｷﾉｷﾐｪ ﾗa 
ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴく BヴW;ゲデ I;ﾐIWヴ ヴWゲW;ヴIｴ ぎ BCRく ヲヰヰΓきヱヱふヴぶぎRヵΒく SﾗｷぎヱヰくヱヱΒヶっHIヴヲンヴΒく 
ヱヵく LWｴﾏ;ﾐﾐ Uが SデヴWｷIｴWヴデ Tが Oデデﾗ Bが AﾉH;デ Cが H;ゲWﾏWｷWヴ Bが CｴヴｷゲデｪWﾐ H Wデ ;ﾉく ISWﾐデｷaｷI;デｷﾗﾐ ﾗa 
SｷaaWヴWﾐデｷ;ﾉﾉ┞ W┝ヮヴWゲゲWS ﾏｷIヴﾗRNAゲ ｷﾐ ｴ┌ﾏ;ﾐ ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴく BMC I;ﾐIWヴく ヲヰヱヰきヱヰぎヱヰΓく 
SﾗｷぎヱヰくヱヱΒヶっヱヴΑヱどヲヴヰΑどヱヰどヱヰΓく 
ヱヶく Jﾗｴ;ﾐゲゲﾗﾐ Iが RｷﾐｪﾐWヴ Mが HWSWﾐa;ﾉﾆ Iく TｴW ﾉ;ﾐSゲI;ヮW ﾗa I;ﾐSｷS;デW Sヴｷ┗Wヴ ｪWﾐWゲ SｷaaWヴゲ HWデ┘WWﾐ 
ﾏ;ﾉW ;ﾐS aWﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴく PﾉﾗS ﾗﾐWく ヲヰヱンきΒふヱヰぶぎWΑΒヲΓΓく SﾗｷぎヱヰくヱンΑヱっﾃﾗ┌ヴﾐ;ﾉくヮﾗﾐWくヰヰΑΒヲΓΓく 
ヲヰ 
 
ヱΑく Bヴ;ﾐﾐﾗﾐ ARが Fヴｷ┣┣ｷWヴﾗ Mが CｴWﾐ Dが H┌ﾏﾏWﾉ Jが G;ﾉﾉﾗ Jが RｷWゲデWヴ M Wデ ;ﾉく MﾗﾉWI┌ﾉ;ヴ ;ﾐ;ﾉ┞ゲｷゲ ﾗa ; ﾏ;ﾉW 
HヴW;ゲデ I;ﾐIWヴ ヮ;デｷWﾐデ ┘ｷデｴ ヮヴﾗﾉﾗﾐｪWS ゲデ;HﾉW SｷゲW;ゲW ┌ﾐSWヴ ﾏTORっPIンK ｷﾐｴｷHｷデﾗヴゲ 
BE)ヲンヵっW┗Wヴﾗﾉｷﾏ┌ゲく CﾗﾉS Sヮヴｷﾐｪ H;ヴHﾗヴ MﾗﾉWI┌ﾉ;ヴ C;ゲW Sデ┌SｷWゲく ヲヰヱヶきヲふヲぶぎ;ヰヰヰヶヲヰく 
SﾗｷぎヱヰくヱヱヰヱっﾏIゲく;ヰヰヰヶヲヰく 
ヱΒく M┌ﾉﾉｷｪ;ﾐ JMが Hｷﾉﾉ LAが DWｴ;ヴﾗ Sが Iヴ┘ｷﾐ Gが Bﾗ┞ﾉW Dが KW;デｷﾐｪ KE Wデ ;ﾉく ISWﾐデｷaｷI;デｷﾗﾐ ;ﾐS V;ﾉｷS;デｷﾗﾐ ﾗa 
;ﾐ Aﾐデｴヴ;I┞IﾉｷﾐWっC┞Iﾉﾗヮｴﾗゲヮｴ;ﾏｷSWにB;ゲWS CｴWﾏﾗデｴWヴ;ヮ┞ RWゲヮﾗﾐゲW Aゲゲ;┞ ｷﾐ BヴW;ゲデ C;ﾐIWヴく Jﾗ┌ヴﾐ;ﾉ 
ﾗa デｴW N;デｷﾗﾐ;ﾉ C;ﾐIWヴ Iﾐゲデｷデ┌デWく ヲヰヱヴきヱヰヶふヱぶく SﾗｷぎヱヰくヱヰΓンっﾃﾐIｷっSﾃデンンヵく 
ヱΓく MISｴ;ﾐW LMが Aﾉデﾏ;ﾐ DGが S;┌WヴHヴWｷ Wが T;┌HW SEが Gｷﾗﾐ Mが Cﾉ;ヴﾆ GMく REヮﾗヴデｷﾐｪ 
ヴWIﾗﾏﾏWﾐS;デｷﾗﾐゲ aﾗヴ デ┌ﾏﾗ┌ヴ MARKWヴ ヮヴﾗｪﾐﾗゲデｷI ゲデ┌SｷWゲ ふREMARKぶく Bヴｷデｷゲｴ ﾃﾗ┌ヴﾐ;ﾉ ﾗa I;ﾐIWヴく 
ヲヰヰヵきΓンふヴぶぎンΒΑどΓヱく SﾗｷぎヱヰくヱヰンΒっゲﾃくHﾃIくヶヶヰヲヶΑΒく 
ヲヰく CﾗﾉWﾏ;ﾐ LJが PWデWヴ MBが TW;ﾉﾉ TJが Bヴ;ﾐﾐ;ﾐ RAが H;ﾐH┞ AMが Hﾗﾐ;ヴヮｷゲｴWｴ H Wデ ;ﾉく CﾗﾏHｷﾐWS ;ﾐ;ﾉ┞ゲｷゲ 
ﾗa WIFヴE ;ﾐS ヴEどHｷﾐSｷﾐｪ ヮヴﾗデWｷﾐ W┝ヮヴWゲゲｷﾗﾐ ヮヴWSｷIデゲ HヴW;ゲデ I;ﾐIWヴ ゲ┌ヴ┗ｷ┗;ﾉ ;ﾐS Wゲデｷﾏ;デWゲ WIFヴE 
;Iデｷ┗ｷデ┞く Bヴｷデｷゲｴ ﾃﾗ┌ヴﾐ;ﾉ ﾗa I;ﾐIWヴく ヲヰヰΓきヱヰヰふΓぶぎヱンΓンどΓく SﾗｷぎヱヰくヱヰンΒっゲﾃくHﾃIくヶヶヰヵヰヴヴく 
ヲヱく )ｴﾗ┌ Sが W;ﾐｪ GどPが Lｷ┌ Cが )ｴﾗ┌ Mく E┌ﾆ;ヴ┞ﾗデｷI Iﾐｷデｷ;デｷﾗﾐ F;Iデﾗヴ ヴE ふWIFヴEぶ ;ﾐS ;ﾐｪｷﾗｪWﾐWゲｷゲぎ 
ヮヴﾗｪﾐﾗゲデｷI ﾏ;ヴﾆWヴゲ aﾗヴ HヴW;ゲデ I;ﾐIWヴく BMC I;ﾐIWヴく ヲヰヰヶきヶぎヲンヱどく SﾗｷぎヱヰくヱヱΒヶっヱヴΑヱどヲヴヰΑどヶどヲンヱく 
ヲヲく B┌SI┣ｷWゲ Jが Kﾉ;┌ゲIｴWﾐ Fが Sｷﾐﾐ BVが G┞ﾗヴaa┞ Bが SIｴﾏｷデデ WDが D;ヴHどEゲa;ｴ;ﾐｷ S Wデ ;ﾉく C┌デﾗaa FｷﾐSWヴぎ ; 
IﾗﾏヮヴWｴWﾐゲｷ┗W ;ﾐS ゲデヴ;ｷｪｴデaﾗヴ┘;ヴS WWH ;ヮヮﾉｷI;デｷﾗﾐ Wﾐ;Hﾉｷﾐｪ ヴ;ヮｷS Hｷﾗﾏ;ヴﾆWヴ I┌デﾗaa ﾗヮデｷﾏｷ┣;デｷﾗﾐく 
PﾉﾗS ﾗﾐWく ヲヰヱヲきΑふヱヲぶぎWヵヱΒヶヲく SﾗｷぎヱヰくヱンΑヱっﾃﾗ┌ヴﾐ;ﾉくヮﾗﾐWくヰヰヵヱΒヶヲく 
ヲンく Lｷ BDが MIDﾗﾐ;ﾉS JCが N;ゲゲ;ヴ Rが DW BWﾐWSWデデｷ Aく CﾉｷﾐｷI;ﾉ ﾗ┌デIﾗﾏW ｷﾐ ゲデ;ｪW I デﾗ III HヴW;ゲデ I;ヴIｷﾐﾗﾏ; 
;ﾐS WIFヴE ﾗ┗WヴW┝ヮヴWゲゲｷﾗﾐく Aﾐﾐ;ﾉゲ ﾗa ゲ┌ヴｪWヴ┞く ヱΓΓΒきヲヲΑふヵぶぎΑヵヶどヶンく  
ヲヴく Sｴｷ Jが K;ｴﾉW Aが HWヴゲｴW┞ JWが HﾗﾐIｴ;ﾆ BMが W;ヴﾐWﾆW JAが LWﾗﾐｪ SP Wデ ;ﾉく DWIヴW;ゲWS W┝ヮヴWゲゲｷﾗﾐ ﾗa 
W┌ﾆ;ヴ┞ﾗデｷI ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴ ンa SWヴWｪ┌ﾉ;デWゲ デヴ;ﾐゲﾉ;デｷﾗﾐ ;ﾐS ;ヮﾗヮデﾗゲｷゲ ｷﾐ デ┌ﾏﾗヴ IWﾉﾉゲく OﾐIﾗｪWﾐWく 
ヲヰヰヶきヲヵふンヵぶぎヴΓヲンどンヶく SﾗｷぎヱヰくヱヰンΒっゲﾃくﾗﾐIくヱヲヰΓヴΓヵく 
ヲヵく SﾗヴヴWﾉﾉゲ DLが Bﾉ;Iﾆ DRが MWゲIｴﾗﾐ;デ Cが Rｴﾗ;Sゲ Rが DW BWﾐWSWデデｷ Aが G;ﾗ M Wデ ;ﾉく DWデWIデｷﾗﾐ ﾗa WIFヴE 
ｪWﾐW ;ﾏヮﾉｷaｷI;デｷﾗﾐ ｷﾐ HヴW;ゲデ I;ﾐIWヴ H┞ IﾗﾏヮWデｷデｷ┗W PCRく Aﾐﾐ;ﾉゲ ﾗa ゲ┌ヴｪｷI;ﾉ ﾗﾐIﾗﾉﾗｪ┞く ヱΓΓΒきヵふンぶぎヲンヲど
Αく  
ヲヶく KWヴWﾆ;デデW Vが SﾏｷﾉW┞ Kが H┌ Bが Sﾏｷデｴ Aが GWﾉSWヴ Fが DW BWﾐWSWデデｷ Aく TｴW ヮヴﾗデﾗどﾗﾐIﾗｪWﾐWっデヴ;ﾐゲﾉ;デｷﾗﾐ 
a;Iデﾗヴ WIFヴEぎ ; ゲ┌ヴ┗W┞ ﾗa ｷデゲ W┝ヮヴWゲゲｷﾗﾐ ｷﾐ HヴW;ゲデ I;ヴIｷﾐﾗﾏ;ゲく IﾐデWヴﾐ;デｷﾗﾐ;ﾉ ﾃﾗ┌ヴﾐ;ﾉ ﾗa I;ﾐIWヴ Jﾗ┌ヴﾐ;ﾉ 
ｷﾐデWヴﾐ;デｷﾗﾐ;ﾉ S┌ I;ﾐIWヴく ヱΓΓヵきヶヴふヱぶぎヲΑどンヱく  
ヲΑく Gｷﾐｪヴ;ゲ ACが R;┌ｪｴデ Bが SﾗﾐWﾐHWヴｪ Nく WIFヴ ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴゲぎ WaaWIデﾗヴゲ ﾗa ﾏRNA ヴWIヴ┌ｷデﾏWﾐデ デﾗ 
ヴｷHﾗゲﾗﾏWゲ ;ﾐS ヴWｪ┌ﾉ;デﾗヴゲ ﾗa デヴ;ﾐゲﾉ;デｷﾗﾐく Aﾐﾐ┌ RW┗ BｷﾗIｴWﾏく ヱΓΓΓきヶΒぎΓヱンどヶンく 
Sﾗｷぎヱヰくヱヱヴヶっ;ﾐﾐ┌ヴW┗くHｷﾗIｴWﾏくヶΒくヱくΓヱンく 
ヲΒく Bｴ;デ Mが RﾗHｷIｴ;┌S Nが H┌ﾉW; Lが SﾗﾐWﾐHWヴｪ Nが PWﾉﾉWデｷWヴ Jが Tﾗヮｷゲｷヴﾗ┗ｷI Iく T;ヴｪWデｷﾐｪ デｴW デヴ;ﾐゲﾉ;デｷﾗﾐ 
ﾏ;IｴｷﾐWヴ┞ ｷﾐ I;ﾐIWヴく N;デ RW┗ Dヴ┌ｪ DｷゲIﾗ┗く ヲヰヱヵきヱヴふヴぶぎヲヶヱどΑΒく SﾗｷぎヱヰくヱヰンΒっﾐヴSヴヵヰヵく 
ヲΓく HWｷﾆﾆｷﾐWﾐ Tが KﾗヴヮWﾉ; Tが F;ｪWヴｴﾗﾉﾏ Rが Kｴ;ﾐ Sが Aｷデデﾗﾏ;ﾆｷ Kが HWｷﾆﾆｷﾉ; P Wデ ;ﾉく E┌ﾆ;ヴ┞ﾗデｷI デヴ;ﾐゲﾉ;デｷﾗﾐ 
ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴ ヴE ふWIFヴEぶ W┝ヮヴWゲゲｷﾗﾐ ｷゲ ;ゲゲﾗIｷ;デWS ┘ｷデｴ HヴW;ゲデ I;ﾐIWヴ デ┌ﾏﾗヴ ヮｴWﾐﾗデ┞ヮW ;ﾐS ヮヴWSｷIデゲ 
ゲ┌ヴ┗ｷ┗;ﾉ ;aデWヴ ;ﾐデｴヴ;I┞IﾉｷﾐW IｴWﾏﾗデｴWヴ;ヮ┞ デヴW;デﾏWﾐデく BヴW;ゲデ I;ﾐIWヴ ヴWゲW;ヴIｴ ;ﾐS デヴW;デﾏWﾐデく 
ヲヰヱンきヱヴヱふヱぶぎΑΓどΒΒく SﾗｷぎヱヰくヱヰヰΑっゲヱヰヵヴΓどヰヱンどヲヶΑヱどヲく 
ンヰく )ｴﾗ┌ Sが W;ﾐｪ GPが Lｷ┌ Cが )ｴﾗ┌ Mく E┌ﾆ;ヴ┞ﾗデｷI ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴ ヴE ふWIFヴEぶ ;ﾐS ;ﾐｪｷﾗｪWﾐWゲｷゲぎ 
ヮヴﾗｪﾐﾗゲデｷI ﾏ;ヴﾆWヴゲ aﾗヴ HヴW;ゲデ I;ﾐIWヴく BMC I;ﾐIWヴく ヲヰヰヶきヶぎヲンヱく SﾗｷぎヱヰくヱヱΒヶっヱヴΑヱどヲヴヰΑどヶどヲンヱく 
ンヱく Yｷﾐ Xが Kｷﾏ RHが S┌ﾐ Gが MｷﾉﾉWヴ JKが Lｷ BDく O┗WヴW┝ヮヴWゲゲｷﾗﾐ ﾗa W┌ﾆ;ヴ┞ﾗデｷI ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴ ヴE ｷゲ 
IﾗヴヴWﾉ;デWS ┘ｷデｴ ｷﾐIヴW;ゲWS ヴｷゲﾆ aﾗヴ ゲ┞ゲデWﾏｷI SｷゲゲWﾏｷﾐ;デｷﾗﾐ ｷﾐ ﾐﾗSWどヮﾗゲｷデｷ┗W HヴW;ゲデ I;ﾐIWヴ ヮ;デｷWﾐデゲく 
Jﾗ┌ヴﾐ;ﾉ ﾗa デｴW AﾏWヴｷI;ﾐ CﾗﾉﾉWｪW ﾗa S┌ヴｪWﾗﾐゲく ヲヰヱヴきヲヱΒふヴぶぎヶヶンどΑヱく 
Sﾗｷぎヱヰくヱヰヱヶっﾃくﾃ;ﾏIﾗﾉﾉゲ┌ヴｪくヲヰヱンくヱヲくヰヲヰく 
ンヲく MｷﾉﾉｷI;ﾐどSﾉ;デWヴ RAが S;┞Wヴゲ CDが H;ﾐH┞ AMが H┌ｪｴWゲ TAく E┝ヮヴWゲゲｷﾗﾐ ﾗa ヮｴﾗゲヮｴﾗヴ┞ﾉ;デWS WIFヴEどHｷﾐSｷﾐｪ 
ヮヴﾗデWｷﾐ ヱが H┌デ ﾐﾗデ ﾗa WIFヴE ｷデゲWﾉaが ヮヴWSｷIデゲ ゲ┌ヴ┗ｷ┗;ﾉ ｷﾐ ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴく Bヴｷデｷゲｴ ﾃﾗ┌ヴﾐ;ﾉ ﾗa I;ﾐIWヴく 
ヲヰヱヶく SﾗｷぎヱヰくヱヰンΒっHﾃIくヲヰヱヶくヱΑΒく 
ンンく M;ヴIｴｷﾘ Cが Dﾗ┘ゲWデデ Mが RWｷゲどFｷﾉｴﾗ JSく RW┗ｷゲｷデｷﾐｪ デｴW デWIｴﾐｷI;ﾉ ┗;ﾉｷS;デｷﾗﾐ ﾗa デ┌ﾏﾗ┌ヴ Hｷﾗﾏ;ヴﾆWヴ 
;ゲゲ;┞ゲぎ ｴﾗ┘ デﾗ ﾗヮWﾐ ; P;ﾐSﾗヴ;ろゲ Hﾗ┝く BMC MWSｷIｷﾐWく ヲヰヱヱきΓふヱぶぎヱどヶく SﾗｷぎヱヰくヱヱΒヶっヱΑヴヱどΑヰヱヵどΓどヴヱく 
ンヴく Dｷ;ﾏ;ﾐSｷゲ EPく C;ﾐIWヴ Bｷﾗﾏ;ヴﾆWヴゲぎ C;ﾐ WW T┌ヴﾐ RWIWﾐデ F;ｷﾉ┌ヴWゲ ｷﾐデﾗ S┌IIWゲゲい JNCI Jﾗ┌ヴﾐ;ﾉ ﾗa デｴW 
N;デｷﾗﾐ;ﾉ C;ﾐIWヴ Iﾐゲデｷデ┌デWく ヲヰヱヰきヱヰヲふヱΓぶぎヱヴヶヲどΑく SﾗｷぎヱヰくヱヰΓンっﾃﾐIｷっSﾃケンヰヶく 
ヲヱ 
 
ンヵく WWｷｪWﾉ MTが Dﾗ┘ゲWデデ Mく C┌ヴヴWﾐデ ;ﾐS WﾏWヴｪｷﾐｪ Hｷﾗﾏ;ヴﾆWヴゲ ｷﾐ HヴW;ゲデ I;ﾐIWヴぎ ヮヴﾗｪﾐﾗゲｷゲ ;ﾐS 
ヮヴWSｷIデｷﾗﾐく EﾐSﾗIヴ RWﾉ;デ C;ﾐIWヴく ヲヰヱヰきヱΑふヴぶぎRヲヴヵどヶヲく SﾗｷぎヱヰくヱヶΑΑっWヴIどヱヰどヰヱンヶく 
ンヶく GｷﾗヴS;ﾐﾗ Sが CﾗｴWﾐ Dが B┌┣S;ヴ Aが PWヴﾆｷﾐゲ Gが HﾗヴデﾗH;ｪ┞ｷ Gく BヴW;ゲデ I;ヴIｷﾐﾗﾏ; ｷﾐ ﾏWﾐぎ ; ヮﾗヮ┌ﾉ;デｷﾗﾐど
H;ゲWS ゲデ┌S┞く C;ﾐIWヴく ヲヰヰヴきヱヰヱぎヵヱ ど Αく  
ンΑく N;ｴﾉWｴ )が Gｷヴﾐｷ┌ゲ Sく M;ﾉW HヴW;ゲデ I;ﾐIWヴぎ ; ｪWﾐSWヴ ｷゲゲ┌Wく N;デ Cﾉｷﾐ Pヴ;I OﾐIﾗﾉく ヲヰヰヶきンふΒぶぎヴヲΒどンΑく  
ンΒく AﾐSWヴゲﾗﾐ WFが Aﾉデｴ┌ｷゲ MDが Bヴｷﾐデﾗﾐ LAが DW┗Wゲ; SSく Iゲ ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴ ゲｷﾏｷﾉ;ヴ ﾗヴ SｷaaWヴWﾐデ デｴ;ﾐ 
aWﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴい BヴW;ゲデ I;ﾐIWヴ ヴWゲW;ヴIｴ ;ﾐS デヴW;デﾏWﾐデく ヲヰヰヴきΒンふヱぶぎΑΑどΒヶく 
SﾗｷぎヱヰくヱヰヲンっBぎBREAくヰヰヰヰヰヱヰΑヰヱくヰΒΒヲヵくヲSく 
ンΓく Fﾉﾗ┘Wヴゲ Aが Cｴ┌ QDが P;ﾐ┌ Lが MWゲIｴﾗﾐ;デ Cが C;ﾉSｷデﾗ Gが Lﾗ┘Wヴ┞どNﾗヴSHWヴｪ M Wデ ;ﾉく E┌ﾆ;ヴ┞ﾗデｷI 
ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴ ヴE ﾗ┗WヴW┝ヮヴWゲゲｷﾗﾐ ｷﾐ デヴｷヮﾉWどﾐWｪ;デｷ┗W HヴW;ゲデ I;ﾐIWヴ ヮヴWSｷIデゲ ; ┘ﾗヴゲW ﾗ┌デIﾗﾏWく 
S┌ヴｪWヴ┞く ヲヰヰΓきヱヴヶふヲぶぎヲヲヰどヶく Sﾗｷぎヱヰくヱヰヱヶっﾃくゲ┌ヴｪくヲヰヰΓくヰヵくヰヱヰく 
ヴヰく CﾗﾐデW MRが KWﾉﾉ┞ Gが B;Hﾗﾐ Jが S;ﾐaWﾉｷIW Dが Yﾗ┌Wﾉﾉ Jが SﾏWヴSﾗﾐ SJ Wデ ;ﾉく Sデヴ┌Iデ┌ヴW ﾗa デｴW W┌ﾆ;ヴ┞ﾗデｷI 
ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴ ふWIFぶ ヵ ヴW┗W;ﾉゲ ; aﾗﾉS Iﾗﾏﾏﾗﾐ デﾗ ゲW┗Wヴ;ﾉ デヴ;ﾐゲﾉ;デｷﾗﾐ a;Iデﾗヴゲく BｷﾗIｴWﾏｷゲデヴ┞く 
ヲヰヰヶきヴヵふヱヴぶぎヴヵヵヰどΒく SﾗｷぎヱヰくヱヰヲヱっHｷヰヵヲンΒΑ┌く 
ヴヱく Fﾗヴﾗ┣;ﾐ Fが M;ｴﾉ;ﾏ;ﾆｷ EHが Mﾗﾐﾐｷ Oが CｴWﾐ Yが VWﾉSﾏ;ﾐ Rが Jｷ;ﾐｪ Y Wデ ;ﾉく Cﾗﾏヮ;ヴ;デｷ┗W ｪWﾐﾗﾏｷI 
ｴ┞HヴｷSｷ┣;デｷﾗﾐ ;ﾐ;ﾉ┞ゲｷゲ ﾗa ンΒ HヴW;ゲデ I;ﾐIWヴ IWﾉﾉ ﾉｷﾐWゲぎ ; H;ゲｷゲ aﾗヴ ｷﾐデWヴヮヴWデｷﾐｪ IﾗﾏヮﾉWﾏWﾐデ;ヴ┞ DNA 
ﾏｷIヴﾗ;ヴヴ;┞ S;デ;く C;ﾐIWヴ ヴWゲW;ヴIｴく ヲヰヰヰきヶヰふヱヶぶぎヴヵヱΓどヲヵく  
ヴヲく DﾗﾉS;ﾐ Aが Cｴ;ﾐSヴ;ﾏﾗ┌ﾉｷ Aが Sｴ;ﾐ;ゲ Rが Bｴ;デデ;Iｴ;ヴ┞┞; Aが C┌ﾐﾐｷﾐｪｴ;ﾏ JTが NWﾉゲﾗﾐ MA Wデ ;ﾉく Lﾗゲゲ ﾗa 
デｴW W┌ﾆ;ヴ┞ﾗデｷI ｷﾐｷデｷ;デｷﾗﾐ a;Iデﾗヴ ンa ｷﾐ ヮ;ﾐIヴW;デｷI I;ﾐIWヴく Mﾗﾉ C;ヴIｷﾐﾗｪく ヲヰヰΒきヴΑふンぶぎヲンヵどヴヴく 
SﾗｷぎヱヰくヱヰヰヲっﾏIくヲヰンΑΓく 
ヴンく SIｴW┘W DMが Aｪ┌ｷヴヴWどGｴｷゲﾗ JAく IﾐｴｷHｷデｷﾗﾐ ﾗa WIFヲ;ﾉヮｴ; SWヮｴﾗゲヮｴﾗヴ┞ﾉ;デｷﾗﾐ ﾏ;┝ｷﾏｷ┣Wゲ HﾗヴデW┣ﾗﾏｷH 
WaaｷIｷWﾐI┞ ;ﾐS Wﾉｷﾏｷﾐ;デWゲ ケ┌ｷWゲIWﾐデ ﾏ┌ﾉデｷヮﾉW ﾏ┞Wﾉﾗﾏ; IWﾉﾉゲ ゲ┌ヴ┗ｷ┗ｷﾐｪ ヮヴﾗデW;ゲﾗﾏW ｷﾐｴｷHｷデﾗヴ デｴWヴ;ヮ┞く 
C;ﾐIWヴ ヴWゲW;ヴIｴく ヲヰヰΓきヶΓふヴぶぎヱヵヴヵどヵヲく SﾗｷぎヱヰくヱヱヵΒっヰヰヰΒどヵヴΑヲくI;ﾐどヰΒどンΒヵΒく 
ヴヴく Hﾗﾐｪ DSが K┌ヴ┣ヴﾗIﾆ Rが Oｴ Yが WｴWﾉWヴ Jが N;ｷﾐｪ Aが Bヴ;ｷﾉ L Wデ ;ﾉく A ヮｴ;ゲW ヱ SﾗゲW WゲI;ﾉ;デｷﾗﾐが 
ヮｴ;ヴﾏ;IﾗﾆｷﾐWデｷIが ;ﾐS ヮｴ;ヴﾏ;IﾗS┞ﾐ;ﾏｷI W┗;ﾉ┌;デｷﾗﾐ ﾗa WIFどヴE ;ﾐデｷゲWﾐゲW ﾗﾉｷｪﾗﾐ┌IﾉWﾗデｷSW LYヲヲΑヵΑΓヶ 
ｷﾐ ヮ;デｷWﾐデゲ ┘ｷデｴ ;S┗;ﾐIWS I;ﾐIWヴく Cﾉｷﾐ C;ﾐIWヴ RWゲく ヲヰヱヱきヱΑふヲヰぶぎヶヵΒヲどΓヱく SﾗｷぎヱヰくヱヱヵΒっヱヰΑΒどヰヴンヲくIIヴど
ヱヱどヰヴンヰく 
ヴヵく B;ゲWﾉｪ; Jが C;ﾏヮﾗﾐW Mが PｷII;ヴデ Mが B┌ヴヴｷゲ HAが R┌ｪﾗ HSが S;ｴﾏﾗ┌S T Wデ ;ﾉく E┗Wヴﾗﾉｷﾏ┌ゲ ｷﾐ 
PﾗゲデﾏWﾐﾗヮ;┌ゲ;ﾉ HﾗヴﾏﾗﾐWどRWIWヮデﾗヴにPﾗゲｷデｷ┗W AS┗;ﾐIWS BヴW;ゲデ C;ﾐIWヴく NW┘ Eﾐｪﾉ;ﾐS Jﾗ┌ヴﾐ;ﾉ ﾗa 
MWSｷIｷﾐWく ヲヰヱヲきンヶヶふヶぶぎヵヲヰどΓく SﾗｷぎSﾗｷぎヱヰくヱヰヵヶっNEJMﾗ;ヱヱヰΓヶヵンく 
ヴヶく Y;ヴSﾉW┞ DAが Nﾗｪ┌Iｴｷ Sが PヴｷデIｴ;ヴS KIが B┌ヴヴｷゲ HAが B;ゲWﾉｪ; Jが Gﾐ;ﾐデ M Wデ ;ﾉく E┗Wヴﾗﾉｷﾏ┌ゲ Pﾉ┌ゲ 
E┝WﾏWゲデ;ﾐW ｷﾐ PﾗゲデﾏWﾐﾗヮ;┌ゲ;ﾉ P;デｷWﾐデゲ ┘ｷデｴ HRふЩぶ BヴW;ゲデ C;ﾐIWヴぎ BOLEROどヲ Fｷﾐ;ﾉ PヴﾗｪヴWゲゲｷﾗﾐどFヴWW 
S┌ヴ┗ｷ┗;ﾉ Aﾐ;ﾉ┞ゲｷゲく AS┗;ﾐIWゲ ｷﾐ TｴWヴ;ヮ┞く ヲヰヱンきンヰふヱヰぶぎΒΑヰどΒヴく SﾗｷぎヱヰくヱヰヰΑっゲヱヲンヲヵどヰヱンどヰヰヶヰどヱく 
ヴΑく BｷゲゲﾉWヴ JJが MICﾗヴﾏ;Iﾆ FXが Yﾗ┌ﾐｪ LRが Eﾉ┘ｷﾐｪ JMが Cｴ┌Iﾆ Gが LWﾗﾐ;ヴS JM Wデ ;ﾉく Sｷヴﾗﾉｷﾏ┌ゲ aﾗヴ 
Aﾐｪｷﾗﾏ┞ﾗﾉｷヮﾗﾏ; ｷﾐ T┌HWヴﾗ┌ゲ SIﾉWヴﾗゲｷゲ CﾗﾏヮﾉW┝ ﾗヴ L┞ﾏヮｴ;ﾐｪｷﾗﾉWｷﾗﾏ┞ﾗﾏ;デﾗゲｷゲく NW┘ Eﾐｪﾉ;ﾐS 
Jﾗ┌ヴﾐ;ﾉ ﾗa MWSｷIｷﾐWく ヲヰヰΒきンヵΒふヲぶぎヱヴヰどヵヱく SﾗｷぎSﾗｷぎヱヰくヱヰヵヶっNEJMﾗ;ヰヶンヵヶヴく 
ヴΒく SｷSSｷケ┌ｷ Nが SﾗﾐWﾐHWヴｪ Nく Sｷｪﾐ;ﾉﾉｷﾐｪ デﾗ WIFヴE ｷﾐ I;ﾐIWヴく BｷﾗIｴWﾏｷI;ﾉ SﾗIｷWデ┞ Tヴ;ﾐゲ;Iデｷﾗﾐゲく 
ヲヰヱヵきヴンふヵぶぎΑヶンどΑヲく SﾗｷぎヱヰくヱヰヴヲっBSTヲヰヱヵヰヱヲヶく 
ヴΓく S;デｴWWゲｴ; Sが Cﾗﾗﾆゲﾗﾐ VJが CﾗﾉWﾏ;ﾐ LJが Iﾐｪヴ;ﾏ Nが M;Sｴﾗﾆ Bが H;ﾐH┞ AM Wデ ;ﾉく RWゲヮﾗﾐゲW デﾗ ﾏTOR 
ｷﾐｴｷHｷデｷﾗﾐぎ ;Iデｷ┗ｷデ┞ ﾗa WIFヴE ヮヴWSｷIデゲ ゲWﾐゲｷデｷ┗ｷデ┞ ｷﾐ IWﾉﾉ ﾉｷﾐWゲ ;ﾐS ;Iケ┌ｷヴWS Iｴ;ﾐｪWゲ ｷﾐ WIFヴE ヴWｪ┌ﾉ;デｷﾗﾐ 
ｷﾐ HヴW;ゲデ I;ﾐIWヴく Mﾗﾉ C;ﾐIWヴく ヲヰヱヱきヱヰぎヱΓく SﾗｷぎヱヰくヱヱΒヶっヱヴΑヶどヴヵΓΒどヱヰどヱΓく 
ヵヰく N;ゲヴ )が RﾗHWヴデ Fが PﾗヴIﾗ JAが Jヴくが M┌ﾉﾉWヴ WJが PWﾉﾉWデｷWヴ Jく WIFヴF ゲ┌ヮヮヴWゲゲｷﾗﾐ ｷﾐ HヴW;ゲデ I;ﾐIWヴ ;aaWIデゲ 
ﾏ;ｷﾐデWﾐ;ﾐIW ;ﾐS ヮヴﾗｪヴWゲゲｷﾗﾐく OﾐIﾗｪWﾐWく ヲヰヱンきンヲふΑぶぎΒヶヱどΑヱく SﾗｷぎヱヰくヱヰンΒっﾗﾐIくヲヰヱヲくヱヰヵく 
ヵヱく KﾗヴSW LAが )┌ﾃW┘ゲﾆｷ JAが K;ﾏｷﾐ Lが GｷﾗヴS;ﾐﾗ Sが DﾗﾏIｴWﾆ Sが AﾐSWヴゲﾗﾐ WF Wデ ;ﾉく M┌ﾉデｷSｷゲIｷヮﾉｷﾐ;ヴ┞ 
ﾏWWデｷﾐｪ ﾗﾐ ﾏ;ﾉW HヴW;ゲデ I;ﾐIWヴぎ ゲ┌ﾏﾏ;ヴ┞ ;ﾐS ヴWゲW;ヴIｴ ヴWIﾗﾏﾏWﾐS;デｷﾗﾐゲく Jﾗ┌ヴﾐ;ﾉ ﾗa IﾉｷﾐｷI;ﾉ 
ﾗﾐIﾗﾉﾗｪ┞ ぎ ﾗaaｷIｷ;ﾉ ﾃﾗ┌ヴﾐ;ﾉ ﾗa デｴW AﾏWヴｷI;ﾐ SﾗIｷWデ┞ ﾗa CﾉｷﾐｷI;ﾉ OﾐIﾗﾉﾗｪ┞く ヲヰヱヰきヲΒふヱヲぶぎヲヱヱヴどヲヲく 
SﾗｷぎヱヰくヱヲヰヰっﾃIﾗくヲヰヰΓくヲヵくヵΑヲΓく 
ヵヲく CｴWﾐ Lが Aﾆデ;ゲ BHが W;ﾐｪ Yが HW Xが S;ｴﾗﾗ Rが )ｴ;ﾐｪ N Wデ ;ﾉく T┌ﾏﾗヴ ゲ┌ヮヮヴWゲゲｷﾗﾐ H┞ ゲﾏ;ﾉﾉ ﾏﾗﾉWI┌ﾉW 
ｷﾐｴｷHｷデﾗヴゲ ﾗa デヴ;ﾐゲﾉ;デｷﾗﾐ ｷﾐｷデｷ;デｷﾗﾐく OﾐIﾗデ;ヴｪWデく ヲヰヱヲきンふΒぶぎΒヶΓどΒヱく  
 
ヲヲ 
 
Table 1 
Clinicopathological data for the MBC training and validation sets  
Characteristics  Training set  
Validation set 
 
Mean age (range) 66 (30-97) 70 (23-98) 
Mean follow up, years 
(range) 3.9 (0.08-24.5) 4.6 (0.04-15) 
Treatment Various combinations of adjuvant hormonal, chemo and radiotherapy  
 
Histology 
 
Number (%) 
 
Number (%) 
Invasive 419 (88) 130 (59) 
DCIS 7 (1) 4 (2) 
Mixed 15 (3) 47 (21) 
Unknown 36 (8) 39 (18) 
Grade    
1 50 (10) 15 (7) 
2 193 (41) 98 (44) 
3 147 (31) 85 (39) 
Unknown 87 (18) 22 (10) 
Lymph node    
+ 134 (28) 78 (35) 
- 147 (31) 83 (38) 
Unknown 196 (41) 59 (27) 
ERg    
+ 404 (85) 193 (88) 
- 30 (6) 9 (4) 
Unknown 43 (9) 18 (8) 
PR    
+ 352 (74) 160 (73) 
- 74 (15) 41 (19) 
Unknown 51 (11) 19 (9) 
HER2    
+ 6 (1)* 18 (8)* 
- 291 (65 157 (71) 
Unknown 149 (34) 45 (20) 
 
*Confirmed by FISH/CISH 
 
 
 
Table 2 
Univariate and multivariate analysis of eIF4E and eIF5 expression in MBC 
Uﾐｷ┗;ヴｷ;デW ;ﾐ;ﾉ┞ゲｷゲ ふ;ﾉﾉ Hｷﾗﾏ;ヴﾆWヴゲぶ 
 
V;ヴｷ;HﾉW 
Tヴ;ｷﾐｷﾐｪ ゲWデ V;ﾉｷS;デｷﾗﾐ ゲWデ CﾗﾏHｷﾐWS S;デ;ゲWデ 
H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W  H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W 
Gヴ;SW ヱくヵΓヰ ふヱくヰヰΑどヲくヵヱヱぶ ヰくヰヴΑ ヱくヱヱヶ ふヰくΒヴΓどヱくヴヶヶぶ ヰくヴンヲ ヱくヲヵヲ ふヱくヰヰヶどヱくヵヵΑぶ ヰくヰヴヴ 
AｪW ヱくヰヵヵ ふヱくヰンヲどヱくヰΑΓぶ ヰくヰヰヰヰヰヲ ヱくヰヰヴ ふヱくヰヰヲどヱくヰヰヵぶ  ヰくヰヰヰヰヱΑ ヱくヰヰヵ ふヱくヰヰンどヱくヰヰヶぶ ヲくヱEどヱヰ 
Sｷ┣W ふбヲヰ ﾏﾏぶ ヱくヰヰヶ ふヰくΓΓΑどヱくヰヱヴぶ  ヰくヲヰΓ ヱくヴヲΒ ふヰくΓΓヰどヲくヰヵΓぶ ヰくヰヵΑ ヱくヱヴヶ ふヱくヰΒヰどヲくヰヱヶぶ ヰくヰヱヴ 
NﾗSW ヮﾗゲｷデｷ┗ｷデ┞ ヱくヵヴΓ ふヰくΓヴΒどヲくヵンヲぶ  ヰくヰΒヱ ヱくヱヵヰ ふヱくヰΓヴどヱくヲヰΓぶ ヴくヴEどヰΓ ヱくヶΓヵ ふヱくヲヵヲどヲくヲΓヵぶ ヰくヰヰヱ 
WIFヴE ヱくΑΑΑ ふヱくヱヲΒどヲくΒヰヰぶ ヰくヰヱン ヱくヵヶヴ ふヱくヰヲΒどヲくンΑΒぶ ヰくヰンΑ ヲくヱΓヶ ふヱくヶンヴどヲくΓヵヲぶ ヱくヴEどヰΑ 
WIFヵ ヱくヶΒヵ ふヱくヰンヶどヲくΑヴヲぶ ヰくヰンヵ ヱくヶΑヴ ふヱくヰヰンどヲくΑΓンぶ ヰくヰヴΓ ヱくンヴΑ ふヰくΓヴヴどヱくΓヲヲぶ ヰくヱヰヱ 
CﾗどW┝ヮヴWゲゲｷﾗﾐ ヲくヶヶヴ ふヱくヲヶヰどヵくヶンンぶ ヰくヰヱ ヲくヲヲΒ ふヱくヰΓンどヴくヵヴヲぶ  ヰくヰヲΑ ヲくΑΑヶ ふヱくヶΒンどヴくヵΑΓぶ ヰくヰヰヰヰヶ 
 
M┌ﾉデｷ┗;ヴｷ;デW  ;ﾐ;ﾉ┞ゲｷゲ ふEIFヴEぶ 
 
 Tヴ;ｷﾐｷﾐｪ ゲWデ V;ﾉｷS;デｷﾗﾐ ゲWデ CﾗﾏHｷﾐWS S;デ;ゲWデ  
V;ヴｷ;HﾉW 
 
 
H;┣;ヴS ヴ;デｷﾗ ふCIぶ  
 
Pど┗;ﾉ┌W  H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W 
Gヴ;SW ヱくヰヰヲ ふヰくヵΒン ヱくΑヲヱぶ 
 
ヰくΓΓヵ ヱくヱヰヶ ふヰくΒヲヶどヱくヴΒンぶ ヰくヴΓΒ ヱくヱヶΓ ふヰくΓヰヲどヱくヵヱヵぶ ヰくヲンΑ 
AｪW ヱくヰヵヲ ふヱくヰヱΑどヱくヰΒΒぶ 
 
ヰくヰヰン ヱくヰヰン ふヱくヰヰヲどヱくヰヰヵぶ  ヰくヰヰヰヱ ヱくヰヰヴ ふヱくヰヰヲどヱくヰヰヶぶ ヰくヰヰヰヰヰヵ 
Sｷ┣W ふбヲヰ ﾏﾏぶ ヱくヰヰΒ ふヰくΓΓΑどヱくヰヱΓぶ 
 
ヰくヱΑン ヱくヲヲン ふヰくΒヲΒどヱくΒヰヵぶ ヰくンヱヲ ヱくヲヰン ふヰくΒΒヵどヱくヶΓヲぶ ヰくヲΓヰ 
NﾗSW ヮﾗゲｷデｷ┗ｷデ┞ ヱくヴヴヵ ふヰくΑンΓどヲくΒヲヲぶ 
 
ヰくヲΒヲ ヱくヱンヱ ふヱくヰΑヲどヱくヱΓンぶ  ヰくヰヰヰヰヰヶ ヱくヶヲヱ ふヱくヱヵヰどヲくヲΒヶぶ ヰくヰヰヶ 
WIFヴE ヲくンΒヰ ふヱくヱΑΓどヴくΒヰヵぶ 
 
ヰくヰヱヶ ヱくンンン ふヰくΒヶヶどヲくヰヵヲぶ ヰくヱΓヲ ヲくヲΓΑ ふヱくヵΑヶどンヰヲヶヲぶ ヰくヰヰヰヰヱ 
 
M┌ﾉデｷ┗;ヴｷ;デW  ;ﾐ;ﾉ┞ゲｷゲ ふEIFヵぶ 
 
 
V;ヴｷ;HﾉW 
 
Tヴ;ｷﾐｷﾐｪ ゲWデ 
 
V;ﾉｷS;デｷﾗﾐ ゲWデ CﾗﾏHｷﾐWS S;デ;ゲWデ 
H;┣;ヴS ヴ;デｷﾗ ふCIぶ  
 
Pど┗;ﾉ┌W  H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W 
Gヴ;SW 
 
ヱくヰΑヵ ふヰくヶヰヶどヱくΓヰΑぶ ヰくΒヰヵ 
ヱくヰヶヵ ふヰくΑΒΑどヱくヴヴヱぶ ヰくヶΒン 
ヱくヱヰヱ ふヰくΒヴンどヱくヴンΑぶ ヰくヴΒヲ 
AｪW 
 
ヱくヰΑヰ ふヱくヰンンどヱくヱヰΑぶ ヰくヰヰヰヱ 
ヱくヰヰン ふヱくヰヰヱどヱくヰヰヵぶ ヰくヰヰヲ 
ヱくヰヰヴ ふヱくヰヰヲどヱくヰヰヵぶ ヰくヰヰヰヱ 
Sｷ┣W ふбヲヰ ﾏﾏぶ 
 
ヱくヰヰΒ ふヰくΓΓΑどヱくヰヱΓぶ ヰくヱンΒ 
ヱくヲヴΒ ふヰくΒンンどヱくΒΑヰぶ ヰくヲΒヲ 
ヱくヲΓヴ ふヰくΓヲヲどヱくヱヱΑぶ ヰくヱンヶ 
NﾗSW ヮﾗゲｷデｷ┗ｷデ┞ 
 
ヱくΒヱン ふヰくΓヱヱどンくヶヱヰぶ ヰくヰΓ ヱくヱンヴ ふヱくヰΑンどヱくヱΓΒぶ 
 
ヰくヰヰヰヰヰΒ 
 
ヱくヶヲヱ ふヱくヱヵヰど ヲくヲΒヶぶ ヰくヰヰΑ 
WIFヵ 
 
ヲくヵヵヲ ふヱくヱヴヲどヵくΑヰヲぶ ヰくヰヲヲ ヱくヵヲΒ ふヰくΒΒヱどヲくヶヵヰぶ 
 
ヰくヱンヱ 
 
ヲくヲヶΑ ふヱくヵΑヶどンくヲヶヲぶ ヰくヰヴヴ 
 
M┌ﾉデｷ┗;ヴｷ;デW  ;ﾐ;ﾉ┞ゲｷゲ ふIﾗどW┝ヮヴWゲゲｷﾗﾐ ﾗa EIFヴE ;ﾐS EIFヵぶ 
 
 
V;ヴｷ;HﾉW 
Tヴ;ｷﾐｷﾐｪ ゲWデ 
 
V;ﾉｷS;デｷﾗﾐ ゲWデ CﾗﾏHｷﾐWS S;デ;ゲWデ 
H;┣;ヴS ヴ;デｷﾗ ふCIぶ  
 
Pど┗;ﾉ┌W  H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W H;┣;ヴS ヴ;デｷﾗ ふCIぶ  Pど┗;ﾉ┌W 
Gヴ;SW 
 
ヰくンΓヱ ふヰくヱンΑどヱくヱヱヴぶ ヰくヰΑΓ ヱくヶΓヲ ふヰくΒヵΒどンくンンヶぶ 
 
ヰくヱヲΓ 
 
ヰくΒヶヵ ふヰくヵヰΒどヱくヴΑヲぶ ヰくヵΓヲ 
AｪW ヱくヰンΓ ふヰくΓΓヲどヱくヰΒΒぶ ヰくヱヰヴ ヱくヰヰン ふヱくヰヰヱどヱくヰヰヶぶ ヰくヰヱ ヱくヰヰヴ ふヱくヰヰヲどヱくヰヰΑぶ ヰくヰヰヱ 
   
Sｷ┣W ふбヲヰ ﾏﾏぶ 
 
ヱくヰヰΒ ふヰくΓΓヱどヱくヰヲヶぶ ヰくンヴ ヲくヵンヰ ふヱくヱΑヰどヵくヴΑヲぶ 
 
ヰくヰヱΒ 
 
ヱくΒヶΓ ふヱくヰヴヰどンヰンヶヰぶ ヰくヰンΑ 
NﾗSW ヮﾗゲｷデｷ┗ｷデ┞ 
 
ヲくΓヲΑ ふヰくΓヵンどΒくΓΓヲぶ ヰくヰヶヱ ヱくヶヲヰ ふヱくヲンヵどヲくヱヲヵぶ 
 
ヰくヰヰヰヴ 
 
ヲくヵΒヰ ふヱくンヴΒどヴくΓンΑぶ ヰくヰヰヴ 
CﾗどW┝ヮヴWゲゲｷﾗﾐ 
 
ΑくヰンΑ ふヲくヲヲンどヲヲくヲヶΓぶ ヰくヰヰヱ ヱくヶヵヰ ふヰくΑヲヴどンくΑヵΑぶ 
 
ヰくヲンン 
 
ンヰンヴン ふヱくΑΓヱどヶくヲヴヲぶ ヰくヰヰヰヱ 
 
ヱ 
 
Figure legends 
Figure 1 
Identification of eIF pathway up regulation in MBC by hierarchical clustering and 
validation in an external dataset  
(A) Heatmap showing gender specific hierarchical clustering of differentially expressed 
genes in female (pink) and male (blue) breast cancers with exploded view of eIF genes 
which were significantly over-expressed in MBC on the right (P < 0.0001; eIF pathway genes 
and P = 0.016; FDR).  (B) Hierarchical clustering of a reanalysis of the Callari et al dataset 
[10] similarly identified members of the eIF family were overexpressed in MBC as shown in 
the exploded view on the right. Green = over-expression; red = under-expression. 
 
Figure 2 
The effect of eIF expression on disease-free and overall survival in MBC by Kaplan-
Meier survival analysis 
Effects on OS are shown in A, C, E, G and DFS in B, D, F, H.  A, B = eIF1; C, D; eIF2; E, F 
= eIF4E; G, H = eIF5. Black line = high expression, Grey line = low expression, dichotomised 
by R.O.C. analysis and analysed by log rank test. 
 
Figure 3  
Co-expression of eIF4E and eIF5 significantly impacts on MBC survival by Kaplan-
Meier survival analysis 
Cases which co-expressed eIF4E and eIF5 were stratified into low (score <5.77, <6.41 
respectively; n=96) or high (score >5.77, >6.41 respectively; n=14) expression.  Cases that 
ヲ 
 
over-expressed eIF4E and eIF5 had significantly shorter survival compared to those who 
expressed eIF4E and eIF5 at lower levels. Black line = high expression, Grey line = lower 
expression, log rank test. 
 
Figure 4 
BEZ235/Everolimus combination therapy reduces eIF4E and eIF5 expression 
A – D i) display eIF4E and eIF5, expression in BEZ235/Everolimus pre- and post-treatment 
patient samples, respectively. A – D ii) show exploded views of a higher magnification of 
eIF4E and eIF5 staining in pre- and post-treatment patient samples respectively. A – D iii) 
display the positive pixel counting analysis images of the eIF4E and eIF5 higher 
magnification images from for pre- and post-treatment patient samples respectively. Scales 
on images A-D i) =300 µm, those on higher magnification and positive pixel analysis images 
= 60 µm. 
 
 



eIF4E Pre-treatment                              eIF4E Post-treatment 
eIF5 Pre-treatment                           eIF5 Post-treatment 
A i) B i) 
C i) D i) 
ii) 
iii) 
ii) 
iii) 
ii) 
iii) 
ii) 
iii) 
Positivity = 89%  
Positivity = 87%  
Positivity = 58%  
Positivity = 35 %  
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